Supplementary Figures
The stability of (A) PNs, (B) PNplex and (C) HA-PNplex incubated in 10% serum at 37 °C for 4 days
Fig. S2
Endocytic pathway and caveolae trafficking. Cellular uptake of FITC or Cy5-labeled HA-PNplex in (A) MCF-7 and (B) Caco-2 cells pretreated with nystatin or M-CD for 0.5 h at 37 °C at a FITC concentration of 2.5 μg mL -1 or Cy5-miR-101 at 100 nM. The fluorescence intensity was detected using FCM. # P < 0.001 versus the control (n = 5). (C-E) Caveolae-trafficking study. Colocalization of Cy5-HA-PNplex with Alexa Fluor 488-labeled (C) Cave-1 and (D) CTB and FITClabeled (E) F-actin in Caco-2 cells was observed using CLSM post incubation at a Cy5 concentration of 100 nM for 3 h at 37 °C. Yellow fluorescence indicates the co-localization.
Fig. S3
Co-localization of (A) Cy5-or (B) FITC-labeled HA-PNplex with lysosomes in MCF-7 cells upon incubation with a FITC concentration of 2.5 μg mL -1 or Cy5-miR-101 concentration of 100 nM at 37 °C for 3 h 
Fig. S5
Intracellular fate study. MCF-7 cells were cultured with aza-BODIPY labeled HA-PNplex at 37 °C for 3 h first using an aza-BODIPY concentration of 500 ng mL -1 , followed by serum-free media incubation for 0, 1, 3, 7 h at 37 °C. (A) Fluorescence intensity quantified by flow cytometry and (B) CLSM observation. When released in the cytoplasm the aza-BODIPY dye emits red fluorescence owing to the aggregation in intracellular lipid-substrates. The red fluorescence indicates the release of the dye from the aza-BODIPY labeled HA-PNplex and, therefore, implies the disintegration of the nanoparticles.
Fig. S6
Study of autophagy flux in mRFP/EGFP-MCF-7 cells incubated with 10 μg mL -1 PTX or 100 nM miR-101 for 24 h at 37 °C. The green fluorescence is negatively correlated with the fusion of autophagosomes and lysosomes. The yellow fluorescence indicates the absent fusion of autophagosomes and lysosomes. 
Fig. S14
Representative histological images from retrieved tissues. Formulations were administered to MCF-7 tumor-bearing nude Balb/C mice via tail vein injections every 3 days at a PTX dose of 10 mg kg -1 or a miR-101 dose of 1 mg kg -1 , according to the animal's body weight. The tissues were collected at day 17 post repeat dosing. Nuclei are stained blue while extracellular matrix and cytoplasm are stained red in H&E analysis. "+" represents the positive area. The scale bar is 20 µm. The enlarged view of PEIplex-treated group is the positive area displayed as spotty or lytic necrosis and hydropic degeneration induced by inflammation.
Fig. S15
In vivo inhibition of autophagy flux. Immunohistochemistry images of LC3II and p62 in tumor specimens. The brown-stained cells represent the positive cells in the LC3II and p62 IHC assay and nuclei are stained blue. The scale bar is 20 µm.
